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earned patent term adjustment. See 37 CFR 1 .704(b). 
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1 )E Responsive to communication(s) filed on 12 February 2007 . 
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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO- 152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
February 12, 2007 has been entered. 

The application has been amended as requested in the communication filed 
February 12, 2007. Accordingly, claims 144, 145, and 146 have been amended and 
new claims 1 88-190 have been entered. 

Claims 143-146, 148-153, and 188-190 are pending and under consideration. 

Claims 188-190 are objected to under 37 CFR 1.75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the claim(s) 
in proper dependent form, or rewrite the claim(s) in independent form. Since the claim 
presumed to be dependent on claim 143 because there is no claim 1 pending in the 
application, claims 188-190 are expanding the scope of the claim from which they 
depend. Claims 143 limited to SEQ ID NO: 2 having the possible exceptions cited in (i) 
and (ii). 

This application contains sequence disclosures that are encompassed by the 
definitions for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) 
and (a)(2). However, this application fails to comply with the requirements of 37 
CFR 1 .821 through 1 .825 for the reason(s). See for example page 45, first paragraph. 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 11 
F:3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claims 143-146, 148-153, and 188-190 are rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1-6 
and 29-37 of U.S. Patent No. 6,150,176 ('176) for the reasons set forth in the prior 
Office action, mailed May 25, 2005. 

Claims 143-146, 148-153, and 188-190 are rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1 and 
4 of U.S. Patent No. 6,780,975 ('975) for the reasons set forth in the prior Office action, 
mailed May 25, 2005. 

In response to the above rejections, applicants requested to held he rejection in 
abeyance until the claims are found allowable over the prior art. 

The rejection will remain on the record until applicants file a terminal disclaimer. 
New claims 188-190 are included in these rejections because they are directed to the 
same subject matter. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out 

and distinctly claiming the subject matter, which the applicant regards as his 

invention. 

Claims 188-190 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 188-190 are dependent on claim 1, but there is no claim 1 pending in the 
application. For examination purposes only, the claims are presumed to be dependent 
on claim 143. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 
The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

Claims 188 and 189 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter, which 
was not described in the specification in such a way as to enable one skilled in the art to 
which if pertains, or with which it is most nearly connected, to make and/or use the 
invention. The claims are broader than the enablement provided by the disclosure with 
regard to all possible green fluorescent proteins having 85 or 90% sequence homology 
to SEQ ID NO: 2. Factors to be considered in determining whether undue 
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experimentation is required are summarized In re Wands [858 F.2d 731, 8 USPQ 2nd 
1400 (Fed. Cir. 1988)]. The Wands factors are: (a) the quantity of experimentation 
necessary, (b) the amount of direction or guidance presented, (c) the presence or 
absence of working example, (d) the nature of the invention, (e) the state of the prior art, 
(f) the relative skill of those in the art, (g) the predictability or unpredictability of the art, 
and (h) the breadth of the claim. 

The nature and breadth of the claimed invention encompasses mutants of any 
polypeptide having 85% or 90% sequence homology to SEQ ID NO: 2. The 
specification provides guidance and examples in the form of an assay to determine the 
three-dimensional structure of the polypeptide of SEQ ID NO: 2 and describe the use of 
said structure to identify mutation sites which affect the emission fluorescent spectra of 
the polypeptide of SEQ ID NO: 2. Also, the specification teaches several mutants of 
SEQ ID NO: 2 comprising no more than hand-full of amino acid residues at a time. 
While molecular biological techniques and genetic manipulation to make any nuymber 
of mutation in the polypeptide of SEQ ID NO: 2 and the three-dimensional; structure of 
the polypeptide is disclosed in the specification are known in the prior art and the skill of 
the artisan are well developed, knowledge regarding the effects of multiple mutations up 
toe 36 or 24 amino acid residues on the ability of the protein to fold and form the 
chromophore is lacking. Thus, searching for variants of SEQ ID NO: 2 having up to 24 
or 36 amino acid variants which include insertion, deletion, substitution or combination 
thereof, or identifying a natural variant having 85% or 90% variants of SEQ ID NO: 2 is 
well outside the realm of routine experimentation and predictability in the art of success 
is extremely low. The amount of experimentation to identify a protein variant of SEQ ID 
NO: 2 having 85% or 90% amino acid homology from a natural or man-made is 
enormous. Since routine experimentation in the art does not include screening large 
numbers of gene and DNA library constructed from a natural source or man-mad where 
the expectation of obtaining the desired gene is unpredictable, the Examiner finds that 
one skilled in the art would require additional guidance, such as information regarding 
the effects of varying up to 10 or 15% of the amino acid residues on the integrity of the 
protein and its ability to fold and form the chromophore. Without such guidance, the 
experimentation left to those skilled in the art is undue. 

The claims are free of prior art. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nashaat T. Nashed, Ph. D. whose telephone number is 
571-272-0934. The examiner can normally be reached on MTWTF. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen K. Bragdon can be reached on 571-272-0931. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Nashaat T. Nashed, Ph. D. 
Primary Examiner 
Art Unit 1656 



